




















Regeneron Pharmaceuticals, Inc. R910-3-AMD-1517
Statistical Analysis Plan October 19, 2017

8. For women of childbearing potential, a negative serum pregnancy test at screening is required for eligibility. All women of childbearing potential will have a
urine pregnancy test at each treatment visit starting at visit 2 (day 1). A negative urine pregnancy test is required before treatment is administered.

9. Pharmacokinetic samples (serum for REGN910 and plasma for aflibercept) should be drawn pre-dose on all visits through week 32. All ADA serum samples
should be collected prior to administration of study drug.
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Regeneron Pharmaceuticals, Inc.
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R910-3-AMD-1517
October 19, 2017

10.2. Summary of Statistical Analyses
Efficacy Analysis:

. . . i . Main Sensitivity
Endpoint Analysis Populations Statistical Analysis Analysis | Analysis
Primary efficacy endpoint
The change from baseline in BCVA measured by the o . . OC, aOC, and
ETDRS letter score at weeks 12 through 36 FAS, FAS secondary randomization set | Descriptive Statistics | LOCF aLOCF
Secondary efficacy endpoints
Change from baseline in CST at weeks 12 through 36 as o . . 0C, aOC, and
measured by SD-OCT FAS, FAS secondary randomization set | Descriptive Statistics | LOCF aLOCF
Change in CNV area from baseline (measured by FA) at . . . 0C, a0OC, and
week 12 through week 36 FAS, FAS secondary randomization set | Descriptive Statistics | LOCF aLOCF
Change in total lesion area from baseline (measured by o . . 0OC, aOC, and
FA) at week 12 through week 36 FAS, FAS secondary randomization set | Descriptive Statistics | LOCF aLOCF
Additional efficacy endpoints
AUC for BCVA from baseline at weeks 12 through 36 FAS, FAS secondary randomization set | Descriptive Statistics | OC a0C
Proportion of patients who gain any letters (> 0 letter) and o . . 0C, aOC, and
>5, 10, 15 letters from baseline at weeks 12 through 36 FAS, FAS secondary randomization set | Descriptive Statistics | LOCF aLOCF
Proportion of patients who lose > 5, 10 and 15 ETDRS . . . 0OC, aOC, and
letters from baseling at weeks 12 through 36 FAS, FAS secondary randomization set | Descriptive Statistics | LOCF aLOCF
Proportion of patients who achieve BCVA of >68 letters oy s . 0C, aOC, and
(20/40 Snellen equivalent) at weeks 12 through 36 FAS, FAS secondary randomization set | Descriptive Statistics | LOCF aLOCF
AUC for CST from Baseline at weeks 12 through 36 FAS, FAS secondary randomization set | Descriptive Statistics | OC a0C
Proportion of patients with no retinal and/or subretinal Ny s .
fluid at weeks 12 through 36 FAS, FAS secondary randomization set | Descriptive Statistics | OC a0C
Time to no retinal and/or subretinal fluid at weeks 12 FAS, FAS secondary randomization set | Descriptive Statistics | OC
through 36
Change in SHRM from baseline at week 12 through week | FAS, FAS secondary randomization set . . 0C, aOC, and
36 as measured by OCT Descriptive Statistics Descriptive Statistics | LOCF aLOCF
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Regeneron Pharmaceuticals, Inc.

R910-3-AMD-1517
October 19, 2017

Statistical Analysis Plan
Safety Analyses:
Endpoint Analysis Populations Statistical Method
AEs and SAEs SAF, Descriptive Statistics
SAF Secondary Randomization
Surgeries SAF, Descriptive Statistics
SAF Secondary Randomization
Laboratory SAF Secondary Randomization Descriptive Statistics; Shift tables
ECG SAF Secondary Randomization Descriptive Statistics
Vital Signs SAF Secondary Randomization Descriptive Statistics

Ocular Safety Measure

SAF,
SAF Secondary Randomization

Descriptive Statistics
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Regeneron Pharmaceuticals, Inc.

Statistical Analysis Plan

R910-3-AMD-1517
October 19, 2017

10.3. Detailed Definition of Selected Subgroups

The preferred terms for the definitions of hypertension and intraocular inflammation below are
based on MedDRA version 20.0.

10.3.1.  Hypertension

MSSO SMQ MSS SMQ CODE Preferred term
Hypertension 20000147 Accelerated hypertension
Hypertension 20000147 Aldosterone urine abnormal
Hypertension 20000147 Aldosterone urine increased
Hypertension 20000147 Angiotensin I increased
Hypertension 20000147 Angiotensin II increased
Hypertension 20000147 Angiotensin converting enzyme increased
Hypertension 20000147 Blood aldosterone abnormal
Hypertension 20000147 Blood aldosterone increased
Hypertension 20000147 Blood catecholamines abnormal
Hypertension 20000147 Blood catecholamines increased
Hypertension 20000147 Blood pressure abnormal
Hypertension 20000147 Blood pressure ambulatory abnormal
Hypertension 20000147 Blood pressure ambulatory increased
Hypertension 20000147 Blood pressure diastolic abnormal
Hypertension 20000147 Blood pressure diastolic increased
Hypertension 20000147 Blood pressure fluctuation
Hypertension 20000147 Blood pressure inadequately controlled
Hypertension 20000147 Blood pressure increased
Hypertension 20000147 Blood pressure management
Hypertension 20000147 Blood pressure orthostatic abnormal
Hypertension 20000147 Blood pressure orthostatic increased
Hypertension 20000147 Blood pressure systolic abnormal
Hypertension 20000147 Blood pressure systolic increased
Hypertension 20000147 Catecholamines urine abnormal
Hypertension 20000147 Catecholamines urine increased
Hypertension 20000147 Diastolic hypertension
Hypertension 20000147 Diuretic therapy
Hypertension 20000147 Eclampsia
Hypertension 20000147 Ectopic aldosterone secretion
Hypertension 20000147 Ectopic renin secretion
Hypertension 20000147 Endocrine hypertension
Hypertension 20000147 Epinephrine abnormal
Hypertension 20000147 Epinephrine increased
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Hypertension 20000147 Essential hypertension
Hypertension 20000147 Gestational hypertension
Hypertension 20000147 HELLP syndrome
Hypertension 20000147 Hyperaldosteronism
Hypertension 20000147 Hypertension
Hypertension 20000147 Hypertension neonatal
Hypertension 20000147 Hypertensive angiopathy
Hypertension 20000147 Hypertensive cardiomegaly
Hypertension 20000147 Hypertensive cardiomyopathy
Hypertension 20000147 Hypertensive cerebrovascular disease
Hypertension 20000147 Hypertensive crisis
Hypertension 20000147 Hypertensive emergency
Hypertension 20000147 Hypertensive encephalopathy
Hypertension 20000147 Hypertensive heart disease
Hypertension 20000147 Hypertensive nephropathy
Hypertension 20000147 Labile blood pressure
Hypertension 20000147 Labile hypertension
Hypertension 20000147 Malignant hypertension
Hypertension 20000147 Malignant hypertensive heart disease
Hypertension 20000147 Malignant renal hypertension
Hypertension 20000147 Maternal hypertension affecting foetus
Hypertension 20000147 Mean arterial pressure increased
Hypertension 20000147 Metabolic syndrome
Hypertension 20000147 Metanephrine urine abnormal
Hypertension 20000147 Metanephrine urine increased
Hypertension 20000147 Neurogenic hypertension
Hypertension 20000147 Non-dipping
Hypertension 20000147 Norepinephrine abnormal
Hypertension 20000147 Norepinephrine increased
Hypertension 20000147 Normetanephrine urine increased
Hypertension 20000147 Orthostatic hypertension
Hypertension 20000147 Page kidney
Hypertension 20000147 Pre-eclampsia
Hypertension 20000147 Prehypertension
Hypertension 20000147 Procedural hypertension
Hypertension 20000147 Pseudoaldosteronism
Hypertension 20000147 Renal hypertension
Hypertension 20000147 Renal sympathetic nerve ablation
Hypertension 20000147 Renin abnormal
Hypertension 20000147 Renin increased
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Hypertension 20000147 Renin-angiotensin system inhibition
Hypertension 20000147 Renovascular hypertension
Hypertension 20000147 Retinopathy hypertensive
Hypertension 20000147 Secondary aldosteronism
Hypertension 20000147 Secondary hypertension
Hypertension 20000147 Systolic hypertension

Hypertension 20000147 Tyramine reaction

Hypertension 20000147 Withdrawal hypertension

10.3.2. Intraocular Inflammation

Preferred term

Anterior chamber cell

Anterior chamber fibrin

Anterior chamber flare

Anterior chamber inflammation

Aqueous fibrin

Autoimmune uveitis

Chorioretinitis

Choroiditis

Cyclitis

Endophthalmitis

Eye infection intraocular

Eye inflammation

Hypopyon

Infective iritis

Infective uveitis

Infectious iridocyclitis

Iridocyclitis

Iritis

Non-infectious endophthalmitis

Non-infective chorioretinitis

Pseudoendophthalmitis

Uveitis

Vitreal cells

Vitreous fibrin

Vitritis

CONFIDENTIAL

Page 33 of 37

VV-RIM-00027748-1.0 Approved - 30 Oct 2017 GMT-5:00




Regeneron Pharmaceuticals, Inc. R910-3-AMD-1517
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10.4. Criteria for Predefined Lab Abnormalities

Parameter Potentially clinically significant value (PCSV)
Clinical Chemistry
ALT By distribution analysis:
>3 ULN
AST By distribution analysis:
>3 ULN
Alkaline Phosphatase > 1.5 ULN
Total Bilirubin > 1.5 ULN
ALT and Total Bilirubin ALT > 3 ULN and Total Bilirubin > 2 ULN
CPK >3 ULN
Creatinine > 150 pmol/L (Adults)
> 30% from baseline
Uric Acid Hyperuricemia: >408 pmol/L
Hypouricemia: <120 pmol/L
Blood Urea Nitrogen > 17 mmol/L
Chloride < 80 mmol/L

> 115 mmol/L

Sodium <129 mmol/L
> 160 mmol/L

Potassium <3 mmol/L
> 5.5 mmol/L
Total Cholesterol >7.74 mmol/L (3 g/L)
Triglycerides > 4.6 mmol/L (4 g/L)
Lipasemia >3 ULN
Glucose
- Hypoglycaemia <3.9 mmol/L and < LLN
- Hyperglycaemia > 11.1 mmol/L (unfasted), > 7 mmol/L (fasted)
HbAlc >8 %
Albumin <25¢g/LL
Hematology
WBC < 3.0 GIGA/L (non-Black), < 2.0 GIGA/L (Black), > 16.0 GIGA/L
Lymphocytes > 4.0 GIGA/L
CONFIDENTIAL Page 34 of 37

VV-RIM-00027748-1.0 Approved - 30 Oct 2017 GMT-5:00
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Parameter Potentially clinically significant value (PCSV)
Neutrophils < 1.5 GIGA/L (non-Black)
< 1.0 GIGA/L (Black)
Monocytes > 0.7 GIGA/L
Basophils > 0.1 GIGA/L
Eosinophils > 0.5 GIGA/L or

>ULN if ULN > 0.5 GIGA /L

Hemoglobin Males: <115 g/L (<7.14 mmol/L), > 185 g/L (11.48 mmol/L)
Females: <95 g/L (5.9 mmol/L), > 165 g/L (10.24 mmol/L)
Decrease from Baseline > 20 g/L (1.24 mmol/L)

Hematocrit Males:  <0.37 v/v,>0.55 v/v

Females: <0.32 v/v,>0.5v/v

RBC > 6 TERA/L

Platelets <100 GIGA/L
> 700 GIGA/L
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10.5. Calculation of Confidence Intervals using Mantel-Haenszel
Weighting Scheme

The confidence intervals using the Mantel-Haenszel weighting scheme will be calculated
according to the formulas given by Koch (1990, p. 415), i.e. to compute confidence intervals for
the difference in two binomial proportions obtained from a multicenter trial, we calculate a
weighted difference and its associated variance using Mantel-Haenszel weighting scheme.

For a multicenter study with h 2x2 tables, the weighted difference is:

d= (Z Wh(phe - phs))/ (2 Wh)
where Wn = Nhelns/(NhetNhs)
and  pne = success rate for experimental treatment in stratum h
pns = success rate for standard treatment in stratum h
nhe = number of patients under experimental treatment in stratum h
nps = number of patients under standard treatment in stratum h

The variance of the weighted difference is

var(d) =(2 Wh?(phs(1-Phs)/(Nhs -1)+ Phe(1-phe)/(Nhe -1)))/ (X wn)?
A large sample approximation is used to compute the confidence interval:
CI = d + zw2 SQRT(var(d))

Where zq is the a quantile of the standard normal distribution and SQRT is the square root
function.
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10.6. Detailed Definition of Specific Baseline Assessments

10.6.1. Prior intravitreal anti-VEGF

Prior intravitreal anti-VEGF is defined as below medications that have been taken within

12 weeks of screening.

Drug Generic Name Drug Trade Name
Aflibercept (ophthalmic solution); "TAI" Eylea
Bevacizumab Avastin
Pegaptanib Octasodium Macugen
Ranibizumab Lucentis

Prior intravitreal steroids

Prior intravitreal steroids is defined as below medications that have been taken within 4 months

of screening.
Drug Generic Name Drug Trade Name
Dexamethasone intravitreal implant Ozurdex
Fluocinolone acetonide intravitreal implant Tuvien
Intravitreal triamcinolone acetenonide Kenalog
Intravitreal dexamethasone
Triamcinolone acetonide injectable suspension OR Triamconolone | TRIESENCE OR Trivaris

intravitreal injection

10.6.2.  Prior focal or grid laser

Prior focal or grid laser is defined as below preferred terms in medical history.

Medical History Preferred Term

Retinal laser coagulation

Laser therapy

Eye laser surgery

Eye laser scar
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